SUMMARY Palindromic rheumatism is very rare in children. The familial occurrence of the disease has been only briefly reported previously. A family is described here in which the mother and her 3 children suffered from typical palindromic rheumatism, which ran a benign course. All 4 members were seronegative and the HLA types of the children were identical. The HLA genotype of the mother was HLA A2, Cw4, Bw4l, Bw6, DR5, MT2/Aw32, CX, Bw44, Bw4, DR1, MT1. HLA DR5 has previously been found to be associated with juvenile rheumatoid arthritis, while DR1 in Jews is significantly associated with adult-onset rheumatoid arthritis. DR5 was shared by the mother and her 3 children. her son we found that since the age of 20 his mother had suffered from frequent attacks of monoarthritis. The attacks were characterised by pain, swelling, and redness lasting 2 to 4 days and appearing in and around one joint at a time. The affected joints were mainly the wrists and the knees. She had been admitted to hospital twice for evaluation of the arthritis.
Palindromic rheumatism (PR) is characterised by repeated attacks of inflammation in and near a joint, lasting from hours to days and subsiding completely without residual disabilities.' A family incidence has been mentioned only twice previously.23 We present a mother and her 3 children who suffered from PR, which ran a benign course. The children were of identical HLA types.
Materials and methods
HLA ABC typing was performed by the standard National Institutes of Health (NIH) 2 At first only the right knee was affected, but later the left knee, wrists, and elbows were affected also. The attacks appeared every 2 to 3 months and consisted of swelling, redness, and limited movement at the inflamed joint; they lasted 4 to 5 days, leaving no residual damage. During attacks laboratory tests showed that the erythrocyte sedimentation rate (ESR), blood count, serum uric acid, calcium, phosphorus, albumin, and globulin wer&e aTl within normal limits. Tests for antinuclear factor (ANF) and rheumatoid factor (RF) were negative. Tissue typing showed that he was carrying the haplotypes b/c ( Fig.  1 ). Ibuprofen 400 mg 3 times daily was recommended during attacks. Now, over 3 years after the first attack, it seems that they have become shorter, milder, and less frequent. CASE 3 a 13-year-old girl, sister of case 2, suffered from mild attacks of monoarthritis which started at the age of 8. The attacks involved the hip joints, knees, elbows, wrists, and metacarpophalangeal joints and lasted one to 3 days; they were characterised by redness, swelling, and limitation of movement at the affected joints. She was completely well between the attacks, and physical examination showed no abnormalities. Laboratory tests during attacks showed that the ESR, blood count, serum uric acid, calcium, phosphorus, albumin, globulin, and urine analysis were within normal limits. Latex fixation and antinuclear factor (ANF) were negative. HLA typing showed the haplotypes b/c (Fig. 1) .
Although she had recently noted a decrease in the frequency and the severity of the attacks, she was still taking indomethacin 25 mg 3 times daily during the attacks.
CASE 4
A 10-year-old boy, the youngest child of case 1, was suffering from recurrent episodes of monoarthritis which started at the age of 8. His past history was insignificant except for herpetic keratitis 3 years previously. The symptoms during the arthritic attacks were a raised systemic temperature and redness and swelling in and near the affected joints, usually the knee or the elbow. During attacks a transient increase in ESR had been noted, but the blood count, serum uric acid, calcium, phosphorus, albumin, globulin, and urine analysis were all within normal limits. The ANF and latex fixation tests were negative. HLA typing showed that he was also carrying the haplotypes b/c (Fig. 1) .
The patient was treated with ibuprofen 200 mg 3 times daily. Although the interval between attacks was not uniform, it was continually becoming longer. CASE 5 The father of the above children never had any arthritic complaints. His HLA antigens were ( Fig. 1) and penicillamine" 12 have been successful. The aetiology of PR is still obscure. Since joint disease may sometimes follow infection, serum antibody levels against the common viruses have been examined but found to be normal.' However, the infectious theory is not disproved, and there may be allergic reactions yet to be discovered. '3 A family history of joint disease in patients with PR has previously been reported only twice but was not deeply investigated.23 The family described here had some notable clinical features: all 4 affected members had typical attacks of PR, and, as expected in seronegative patients, the course of their disease was benign, and they responded well to antiinflammatory drugs.
The mother has had a complete remission for 13 years and her children's attacks were ameliorating with time. The first arthritic episode in each of the children occurred at an earlier age than would be expected from previous reports.'
This study, the first to display the HLA antigens of an entire family that suffered from benign PR, shows clearly that all the affected children had identical HLA types, carrying the haplotypes b/c (Fig. 1) .
The maternal HLA genotype included both DR1 and DR5. DR1, which has been found in Jews to be associated with adult onset rheumatoid arthritis, "4 was not present in the chromosome that was inherited by the children. DR5, which was previously shown to be associated with juvenile rheumatoid arthritis,"5 16 was shared by the mother and her 3 affected children. The presence of DR5 may suggest that palindromic rheumatism is a previously unrecognised variant of juvenile rheumatoid arthritis, having a late onset and a benign course. This might be important, because the diagnosis of palindromic rheumatism is based only on clinical criteria. The children inherited from their father the antigens Bw35 and DR4, both of which are known to be connected with rheumatic diseases. HLA Bw35 is increased in the self-limited type of adult Still's disease17 and in patients with systemic-onset juvenile rheumatoid arthritis who have limited articular involvement.'8 DR4 is associated in non-Jews with adult-onset rheumatoid arthritis.'9 '0 It should be remembered, however, that the father was clinically healthy and never suffered from any rheumatic disease. Since the disease may be genetically transmitted, and since the mother but not the father suffered from the same disease as the children, it is obvious that the disease segregated with the matemal chromosome.
HLA typing may help to differentiate at a very early stage of the disease between the form which will evolve into rheumatoid arthritis (HLA Aw31 and DR1 in Jews, DR4 in non-Jews) and between juvenile rheumatoid arthritis or palindromic rheumatism. The findings reported above warrant an extensive study of the HLA system in patients and families with palindromic rheumatism. 
